We have read with great attention the recent manuscript by James Yang and co-workers published in Lancet Oncology [1] . The authors had reported positive effect of I-line afatinib treatment on overall survival (OS) of lung adenocarcinoma patients with EGFR gene mutations through an analysis of data from two open label, randomized, phase 3 trials: LUX-Lung 3 and LUX-Lung 6. In both clinical trials, the patients with exon 19 deletions of EGFR gene had shown significantly longer OS when therapy strategy was started from I-line afatinib than from I-line chemotherapy (31.7 vs. 20.7 months). By contrast, OS of patients with L858R substitution in exon 21 of EGFR gene was insignificantly longer in the chemotherapy arm in comparison to the afatinib arm (22.1 vs. 26.9 months). However, progression free survival (PFS) in afatinib group was significantly longer than in chemotherapy group irrespective of EGFR mutation type.
In previous clinical trials, significant differences in overall survival between patients received I-line EGFR tyrosine kinase inhibitors (EGFR TKIs) and I-line chemotherapy have not been reported, primarily because most patients in progression after I-line chemotherapy were subsequently treated with EGFR TKIs. However, patients progressing during EGFR TKIs treatment rarely continued EGFR TKIs therapy beyond RECIST progression.
Therefore, the question arises whether the groups of patients with exon 19 deletion and L858R substitution in LUX-Lung 3 and 6 clinical trials were well matched? In whole studied group, 73.8% patients with exon 19 deletion and 69.7% patients with exon 21 substitution received subsequent systemic therapies after study treatment discontinuation. However, it is not explained how many lines of therapy were applied and which treatment regiments were used in each line.
In LUX-Lung 6 trial, in afatinib arm, subsequent treatment with EGFR TKIs received 36 patients (33%) with exon 19 deletion, while only 14 patients (17%) with L858R substitution. It can be assumed that these patients had a EGFR TKIs therapy beyond RECIST progression, after which, in clinical progression, the chemotherapy could be used. One could speculate that, in chemotherapy arm, EGFR TKIs therapy was administrated insignificantly rare in patients with exon 19 deletion (53%) than in patients with L858R substitution (61%). If this is true?
Information about the subsequent systemic therapy of patients in LUX-Lung 3 clinical trial are very obscure. The authors shown ( Table 2 ) that, in different treatment arms, the subsequent therapy received 110 -126% of patients. It is obvious that some of the patients received additionally two or three lines of treatment (chemotherapy and EGFR TKIs). The question is what percentage of patients with exon 19 deletion and L858R substitution were treated with II-line EGFR TKIs therapy after I-line afatinib treatment beyond RECIST progression?
It has been suggested that EGFR TKIs therapy continuation even after disease progression may improve overall survival compared with chemotherapy in NSCLC patients harboring activating EGFR gene mutations. Whereas disease flare was reported after sudden EGFR TKIs discontinuation [2] . Clinical trials with continued erlotinib, gefitinib or afatinib are in progress [3] [4] [5] . Therefore, it seems that a higher percentage of patients treated with EGFR TKIs beyond RECIST progression in exon 19 deletion group than in L858R substitution group can affect the differences in OS.
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